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Helsinn’s Patent Owner Response (“POR”) showed that Azurity’s Petition
failed to prove that any challenged claim would have been obvious. Azurity’s
Reply (“Reply”), unaccompanied by expert testimony and lacking any attempt to
rehabilitate the determinative deposition concessions from Dr. Peroutka cited
throughout Helsinn’s POR, fails to plug the numerous holes in the Petition’s

obviousness grounds.

I. AZURITY’S REPLY CONFIRMS NO MOTIVATION TO COMBINE

Azurity has not proven that a POSA would have been motivated to combine
its cited prior art. Endo Pharms. Sols., Inc. v. Custopharm Inc., 894 F.3d 1374,
1380-81 (Fed. Cir. 2018) (obviousness not proven where challenger had not
“affirmatively demonstrate[d] that a skilled artisan would have been motivated to
[follow the proposed path] despite no clear evidence of [a recognized problem]”).
The Board can confirm patentability of each claim on this basis alone.'

A.  Azurity’s Reply Confirms That the Petition’s
Legal Analysis Is Insufficient to Prove Obviousness

Helsinn’s POR explained that, to prove obviousness, a patent challenger
must identify the problem facing a POSA because “[o]nly after recognizing the

existence of the problem would an artisan then turn to the prior art” to address this

! Azurity’s Reply invokes unsupported claim construction positions (see

Reply, 2-5, 14-19), which are not material to Azurity’s failure to prove a
motivation to combine. These are addressed in Sections II and I1I, infra.
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problem. (POR, 2, 24-27 (quoting Leo Pharm. Prods., Ltd. v. Rea, 726 F.3d 1346,
1354 (Fed. Cir. 2013) (emphasis in original)?).) Identifying this problem is not a
performative exercise; it is fundamental to the motivation-to-combine analysis and
guards against hindsight bias. This is because a skilled artisan would not have
blindly combined different pieces of art in the abstract, but in pursuit of addressing
a recognized problem. See Leo Pharm., 726 F.3d at 1354 (“[B]ecause neither
Dikstein nor Serup recognized or disclosed the stability problem, the record shows
no reason for one of ordinary skill in the art to attempt to improve upon either
Dikstein or Serup using Turi. The ordinary artisan would first have needed to
recognize the problem . ...”).

Azurity’s Reply implicitly concedes this to be the correct legal inquiry,
disputing only how the problem facing a POSA should be defined. (Reply, 10-11.)
But the Reply cannot identify where the Petition or Dr. Peroutka identified the
problem facing a POSA and analyzed obviousness in view of any problem. (/d., 1,
10-11; Ex. 2086, 108:4-10 (Dr. Peroutka testifying that he did not even understand
the concept of the problem facing a POSA).) The Petition therefore failed to show
that a POSA would have been motivated to combine the disparate disclosures of its

references without hindsight. Leo Pharm., 726 F.3d at 1354.

2 Unless otherwise noted, all emphasis has been added, and all internal

citations have been omitted.
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B. The Reply’s Belated Attempt to Identify the
Problem Facing a POSA Should Be Rejected

On Reply, Azurity now contends that the Board identified the problem as
“treating CINV.” (Reply, 11 (citing Decision, 18).) As an initial matter, “treating
CINV” identifies no flaw in the Herrstedt aprepitant treatment regimen that would
guide a POSA to any alteration thereto. See, e.g., Leo Pharm., 726 F.3d at 1354
(obviousness not proven where “the record shows no reason for one of ordinary
skill in the art to attempt to improve upon either Disktein or Serup using Turi”).
And when read in context, the Board used the phrase, “problem of treating CINV,”
to paraphrase what Helsinn had argued in its POPR and not as a declaration of the
problem facing a POSA. (Decision, 18-19.) Moreover, Azurity’s pivot to the
Board’s Decision signals that its Petition lacks the required analysis, and its
untimely argument should be disregarded. E.g., Ariosa Diagnostics v. Verinata
Health, Inc., 805 F.3d 1359, 1367-68 (Fed. Cir. 2015); Sirona Dental Sys. GmbH
v. Institut Straumann AG, 892 F.3d 1349, 1356 (Fed. Cir. 2018).

Azurity’s reliance on the 515 patent similarly fails. Azurity argues that the
’515 patent “defined the field broadly as ‘the use of centrally acting NK
antagonists to treat nausea and vomiting . .. .”” (Reply, 10; see also id., 12-13
(relying on the claims).) But the specification excerpt cited by Azurity identifies
the “Field of the Invention” (Ex. 1003, 1:23-31), and black-letter law dictates that

“[1]n considering motivation in the obviousness analysis, the problem examined is
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not the specific problem solved by the invention.” Insite Vision Inc. v. Sandoz,
Inc., 783 F.3d 853, 859 (Fed. Cir. 2015); see also Mintz v. Dietz & Watson, Inc.,
679 F.3d 1372, 1377 (Fed. Cir. 2012).}

C. Even Under Its Proposed Problem Facing a POSA,
Azurity Has Failed to Show a Motivation to Combine*

The Reply confirms Helsinn’s argument that Azurity’s cited evidence fails
to substantiate the motivation to combine prescribed by the Petition, Azurity’s own
expert, and the Institution Decision. (See, e.g., POR, 24-40.)

Azurity concedes that its theories require a POSA looking to “treat[] CINV”
(Reply, 11) in November 2009 to have believed (without the benefit of Helsinn’s
clinical data) that netupitant represented an improved drug, as compared to
aprepitant. (See id. (arguing that “a POSA would have substituted netupitant as the

NK-inhibitor for the same reason the art substituted palonosetron for

3 Azurity appears to imply that Cytiva BioProcess R&D AB v. JSR Corp., 122
F.4th 876 (Fed. Cir. 2024) obviates the problem-facing-a-POSA analysis. (Reply,
13.) But the portion of Cytiva cited by Azurity merely instructed that “[a] lead-
compound analysis is not required where the prior-art references expressly suggest
the proposed modification.” Cytiva, 122 F.4th at 884. Here, Azurity’s
obviousness theories rely on combining references in ways not disclosed by the
references themselves—i.e., altering the disclosed aprepitant regimen and
incorporating netupitant.

4 On Reply, Azurity does not meaningfully allege that it has proven

obviousness when applying the problem facing a POSA articulated by Helsinn and
its expert. (See Reply, 10-11 (instead alleging that “[n]ausea was not the only
problem confronting the POSA”).)
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ondansetron”); Petition, 11 (Azurity arguing that the prior art “taught palonosetron
as an improved 5-HT; antagonist”).) Indeed, that was the theory presented by
Azurity in its petition. (See Petition, 15 (arguing netupitant to be “an improved
NK antagonist™); id., 31 (same).) Azurity has not made this showing.

Each of Azurity’s grounds is rooted in the “Herrstedt” reference, which
Azurity cites as describing a three-drug regimen that includes aprepitant, a
5-HTjs-receptor antagonist, and dexamethasone. (E.g., Petition, 11-12, 16-17.) By
November 2009, this regimen was considered the “gold-standard” for treating
patients suffering from CINV. (Ex. 2090, 462; see also Reply, 20-21.) But
because Herrstedt does not describe netupitant, Azurity’s obviousness grounds
would require a POSA to change that gold-standard regimen and risk worse
outcomes in a vulnerable patient population—when looking to address the problem
of “treating CINV.” (Reply, 11-12.)

The expert testimony shows, however, that “a POSA would have no reason
to alter aprepitant-based triple therapy . . . unless the POSA had reason to expect
that this change would actually provide a better patient outcome.” (Ex. 2090,
9203; Ex. 2086, 293:19-294:10 (Dr. Peroutka agreeing that a POSA “would not
change the aprepitant triple therapy unless they believed that the change would
provide at least similar or better patient outcome”).) But Azurity has never proven

that a POSA would have considered netupitant to be an improved drug as
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compared to aprepitant, or even an equivalent thereof. It is undisputed that Azurity
and its expert did not directly compare aprepitant and netupitant (e.g., for structural
properties, biological activity, pharmacodynamics, or safety). Without any such
comparison, Azurity necessarily failed to prove that a POSA would have
recognized netupitant to be an improvement over (or equivalent to) aprepitant.
(POR, 28-29, 34-40, 44-45; Ex. 2086, 240:25-241:3, 242:25-243:5, 253:7-255:15,
280:21-281:19.)

D.  Azurity’s References Do Not Support a Motivation to Combine

Unable to counter the evidentiary gaps exposed by Helsinn’s POR, Azurity’s
Reply glosses over key pieces of the motivation-to-combine analysis when
discussing its chosen art. Azurity claims, for instance, that “Bos . . . provided
ample direction to those seeking an NK-inhibitor to employ instead of
aprepitant.” (Reply, 16-17.) But Azurity has not substantiated that a POSA would
have been “seeking” to replace aprepitant at all. Indeed, the only mention in
Azurity’s Reply as to why a POSA would have been motivated to do so is “to use
the triple therapy with a new drug targeting the same mechanistic pathway” (id.,
11), which fails to point towards netupitant out of the “remarkable number of small
molecule NK receptor antagonists [that] were identified by many pharmaceutical
companies” (Ex. 1011, 1362) before 2009. Azurity’s own expert confessed that he

had not considered the wealth of different NK; inhibitors known by November
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2009, let alone shown that a POSA would have plucked netupitant out of that
numerous bunch. (See POR, 33-34.)°

Likewise, the Reply (as with the Petition) relies on Bos without showing that
a POSA would have been motivated to turn to that specific reference. Azurity’s
obviousness arguments therefore would fail even if Azurity had proven that a
POSA would have been motivated to alter the “gold-standard” aprepitant regimen.
See WBIP, LLC v. Kohler Co., 829 F.3d 1317, 1337 (Fed. Cir. 2016) (“Whether a
skilled artisan would be motivated to make a combination includes whether he
would select particular references in order to combine their elements.”). Azurity’s
expert conceded that he turned to this reference because netupitant is “the subject
of this patent dispute” (Ex. 2086, 127:5-10), but that hindsight-driven
reconstruction of the claimed inventions is legally insufficient to support a
motivation to combine. See, e.g., Monarch Knitting Mach. Corp. v. Sulzer Morat
GmbH, 139 F.3d 877, 881 (Fed. Cir. 1998) (warning against “improper hindsight

in the selection of the prior art relevant to obviousness”).

> The availability of a “remarkable number of [other] NK receptor

antagonists” and lack of any motivation to combine Bos with
Herrstedt/Herrington/Hargreaves equally defeats Azurity’s “obvious-to-try”
allegations (Reply, 16). See, e.g., Virtek Vision Int'l ULC v. Assembly Guidance
Sys., Inc., 97 F.4th 882, 886 (Fed. Cir. 2024).
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Given these fundamental flaws, Azurity’s Reply attempts to read into its
references more than they support. For example, Azurity alleges, “That a POSA
could also pursue a quadruple (or more) therapy with all the additional costs and
risk does not detract from the simple substitution that the art suggested.” (Reply,
13.) But “the art”—whether Bos or otherwise—suggests no substitution of
netupitant for aprepitant, let alone when “treating CINV.” Indeed, while the
“Hoffman” references cited by Azurity as “singling out” netupitant for treating
CINV (Reply, 22) recounts that “MK-869 (aprepitant) was the first NK; receptor
antagonist to receive marketing approval,” Hoffman does not suggest that any of
its 31 compounds (including netupitant) improve upon or are interchangeable with
aprepitant.

E. Unable to Show a Motivation to Combine,
Azurity’s Reply Resorts to Irrelevant Misdirection

First, Azurity argues that “[a] POSA does not require FDA approval [of
netupitant] before attempting an otherwise promising substitution.” (Reply, 12.)
But the question is not whether netupitant was FDA-approved by November 2009,
but whether (as discussed above) a POSA would have believed that netupitant was
a superior (or even equivalent) therapeutic option to the FDA-approved aprepitant.
Without directly comparing the pharmacological properties of the two molecules

(which Azurity has not done), Azurity cannot show a POSA would have
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considered replacing aprepitant with netupitant, let alone that this would be a
“promising” substitution for vulnerable human patients. (Ex. 2090, 49203-18.)

Second, Azurity cites inapposite caselaw stating that “[o]bviousness does not
require that the motivation be the best option.” (Reply 13 (citing Bayer Pharma
AG v. Watson Labs., Inc., 874 F.3d 1328 (Fed. Cir. 2017).) But Bayer does not
absolve Azurity from needing to show that a POSA would have been motivated to
take the path urged by Azurity: stopping aprepitant therapy and replacing
aprepitant with netupitant based on the belief netupitant would provide better
clinical results. See InTouch Techs., Inc. v. VGO Commec'ns, Inc., 751 F.3d 1327,
1352 (Fed. Cir. 2014) (obviousness not proven where challenger “failed to address
why one of ordinary skill in the art at the time of the invention” would have been
motivated to combine cited art).

Third, Azurity’s suggestion that “a POSA would have reason to substitute
netupitant for aprepitant simply expecting it to act suitably as an NK;-inhibitor
with dexamethasone and palonosetron” lacks evidentiary support. (Reply, 14.)
Membership in a large class of molecules says nothing about the comparative
performance of two specific class members. (Ex. 2090, 4216 (discussing differing
NK; inhibitor properties); Ex. 2096, 1812-13 (“[I]t is very likely that tens of
thousands of molecules have been prepared in the past decade as substance P

antagonists, a large percentage of which likely exhibited sub-nanomolar potency at
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the NK-1 receptor, but only one has made it to market.”).) Moreover, applying
Azurity’s own logic, a POSA could have substituted any of the “remarkable
number of small molecule NK, receptor antagonists [that] were identified by many
pharmaceutical companies” before November 2009 (Ex. 1011, 1362) and
“expect[ed] [them] to act suitably” (Reply, 14). (See, e.g., Ex. 2090, 49216-17;

Ex 2096, 1812-13.) Therefore, mere classification as an NK; inhibitor would not
have directed a POSA to netupitant specifically.

II. AZURITY’S REPLY CONFIRMS ITS FAILURE
TO PROVE A REASONABLE EXPECTATION OF SUCCESS

Lacking data for netupitant, Azurity’s Reply (15-16) roots its expectation-of-
success analysis in data for aprepitant and casopitant. But Azurity fails to reckon
with the POR’s demonstration that Azurity has supplied no support for such a
comparison. (E.g., POR, 41-46.) Moreover, the Reply’s approach to claim 19—
the only claim for which Azurity supplies individualized analysis (see
Reply, 14)—also makes plain the fatal gaps in Azurity’s Petition with respect to

the “reasonable expectation of success” requirement.

10
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A. Claim 19 Requires a Single Dose of Netupitant Prevent
or Reduce Nausea (to a Statistically Significant Degree)

Azurity’s Reply concedes that claim 19 “addresses nausea separately.”®

(Reply, 2.) What Azurity means is that claim 19 expressly requires that the
“regimen,” recited in independent claim 11, “is effective to prevent or reduce the
severity of nausea during the acute and delayed phases.” (Ex. 1003, 24:14-17.)
And through claim 11, claim 19 further requires that the recited nausea treatment is
provided by a “single dose of netupitant or pharmaceutically acceptable salt
thereof.” (See Ex. 1003, 23:1-13 (claim 11 reciting a regimen of administering
netupitant on day one of five consecutive days and requiring “said single dose of
netupitant . . . [be] effective to treat said nausea and vomiting for said five
consecutive days™); id., 24:15-18 (providing the additional limitation that the
netupitant administration regimen of claim 11 be “effective to prevent or reduce
the severity of nausea during the acute and delayed phases™).)

Helsinn’s POR further explained that the claimed treatment (i.e., prevention

or reduction) of nausea would be understood by a POSA to be statistically

6 By asserting that “only claim 19 of the contested claims addresses nausea

separately,” Azurity confirms that the remaining claims likewise require treatment
of nausea as part of the recited methods of “treating nausea and vomiting.” (Ex.
1003, 22:2-3 (independent claim 1), 23:1-2 (independent claim 11).) The analysis
with respect to claim 19 therefore applies equally to claims 1 and 11, and their
dependents. (See POR, 37-49.)

11
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significant, which Azurity’s expert confirmed to be how a POSA would confirm
“that the [recited] effect is real.” (POR, 17-18 (quoting Ex. 2086, 24:9-16).)
Azurity alleges that “Helsinn also imports into the contested claims a requirement
for statistically-significant efficacy for treatment (POR 7-8), but the express claim
language and the specification contradict this assertion.” (Reply, 4.) Azurity,
however, cites only one portion of the *515 patent specification (column 8, lines
54-57). (Id.) That portion rebuts Azurity’s own argument, stating that “[when a
measurable result or effect is expressed or identified herein, it will be understood
that the result or effect is evaluated based upon its statistical significance relative
to a baseline.” (Reply, 4 (quoting Ex. 1003, 8:54-57).) The specification
continues: “[Wlhen a treatment is described herein, it will be understood that the
treatment shows efficacy to a degree of statistical significance.” (Ex. 1003, 8:57-
59.) Claim 19 recites such a method of “treatment,” defined by the identified
nausea treatment. Azurity’s bare allegation of indefiniteness (Reply, 4-5)—
unsupported by record citation or analysis explaining how such Helsinn’s
construction would yield indefiniteness—is insufficient to counsel against adopting
the ordinary meaning of “prevent[ing] or reduc[ing] the severity of nausea,” as

used in claim 19. Phillips v. AWH Corp., 415 F.3d 1303, 1321 (Fed. Cir. 2005).

12
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B.  Azurity’s Reply Confirms It Failed
to Show That a POSA Would Have Had a
Reasonable Expectation of Success for at Least Claim 19

Azurity’s Petition fails to prove (or even meaningfully allege) that a POSA
would have reasonably expected to combine its cited art to reduce or prevent
nausea by a single administration of netupitant, as required by claim 19. Azurity’s
Reply does no more.

In Azurity’s Petition, the submission in which it must prove unpatentability,
Azurity addresses claim 19 on pages 26 and 27. There, Azurity points to the
ability of aprepitant-based therapy (disclosed in Herrstedt) to treat emesis, not
nausea. (See Petition, 27 (“Herrstedt specifically teaches the NK; antagonist is
‘also active in the protection against delayed emesis.’”’).) Indeed, even the
conclusion of Azurity’s claim 19 analysis points to emesis: “Hence, a POSA
would have expected Herrstedt’s combination with netupitant as the NK;
antagonist to treat both acute and delayed emesis.” (Id., 27.) But both parties’
experts agree that chemotherapy-induced nausea, as recited in claim 19, is a
“separate and distinct” affliction from chemotherapy-induced emesis (i.e.,
vomiting). (Ex. 2090, 4931-32; Ex. 2086 at 38:8-39:24.) Treatment of emesis, as
Azurity relies on, therefore does not reflect successfully achieving the invention of

claim 19.

13
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Azurity’s only other Petition argument with respect to claim 19 relies on
“complete response,” which likewise does not measure treatment of nausea.
Azurity’s Petition contends, “A POSA would have understood Herrstedt to teach
an antiemetic therapy effective to achieve a ‘complete response,’ i.e., to prevent or
reduce the severity of nausea during the acute and delayed phases.” (Petition, 27.)
But “complete response” is not equivalent to “prevent[ing] or reduc[ing] the
severity of nausea,” as Azurity looks to imply via the connector, “i.e.” (id.).

(133

Azurity’s Reply does not contest Dr. Roeland’s explanation that the “‘complete
response endpoint’ . . . does not include nausea as a stated parameter” and “only
measures the ability to control vomiting.” (Ex. 2090, 4952-53; Reply, 2-3 (Azurity
endorsing Dr. Roeland’s analysis regarding the “complete response” endpoint).)
Conceding the fatal gaps in the Petition’s proofs, the Reply turns to
dexamethasone—not netupitant—as providing anti-nausea benefits. For example,
Azurity alleges, “Hence, any treatment of nausea suffices, yet even Helsinn
concedes that dexamethasone (one of the triple therapy components) treats

nausea.” (Reply, 3; id., 4 (“The inclusion of an effective amount of

dexamethasone (when used in combination with the NK;-inhibtor) or palonosetron

14
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suffices.”).)” But claim 19 expressly requires—through independent claim 11—
that the regimen of a “single dose of netupitant or pharmaceutically acceptable
salt” be “effective to prevent or reduce the severity of nausea during the acute and
delayed phases.” (Ex. 1003, 23:1-3, 24:15-18.)® Azurity’s reliance on
dexamethasone therefore supports neither a reasonable expectation of successfully
achieving the claimed methods or that the prior art discloses each claim limitation.
Indeed, Azurity’s own expert testified that NK; antagonists like netupitant can
cause nausea. (Ex. 2086, 155:9-13, 156:10-17, 157:22-158:24, 159:21-160:5.)
Azurity’s reliance on “aprepitant-containing therapy and standard therapy”
showing “large percentages in both groups being successfully treated for nausea”
(Reply, 15-16) similarly fails. Even crediting that data, Azurity presents no
evidence that aprepitant (let alone the distinct NK; inhibitor, netupitant) provided

the claimed nausea benefits.’ In fact, Azurity’s own aprepitant-related literature

! Azurity’s shift in theory when looking to meet its evidentiary burden (on

both prior art disclosure and reasonable expectation of success) is improperly
Reply argument not raised in the Petition, which should be disregarded. E.g.,
Ariosa, 805 F.3d at 1367.

8 Azurity’s Reply contests whether statistical significance is required, but does

not dispute that a single dose of netupitant must provide the claimed nausea
treatment results. (See Reply, 19.)

? Moreover, Azurity relies on the aprepitant-based therapy and standard

therapy showing a “numerical improvement in nausea parameters” (Reply, 16
(emphasis in original)) rather than a statistically significant improvement.

15
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showed aprepitant’s failure to make a “difference in the nausea domain™ led to the
conclusion that “nausea is possibly related to some other neurotransmitters for
which aprepitant has limited efficacy.” (Ex. 1048, 534; see Ex. 1034, 2828-29.)

Azurity bears the burden of proving that the prior art discloses—and that a
POSA would have reasonably expected to successfully achieve—the precise
nausea treatments methods claimed, and its unsupported argument does not meet
that burden.

III. AZURITY HAS FAILED TO SHOW THAT ITS
CHOSEN ART DISCLOSES EVERY CLAIM LIMITATION

Azurity’s Reply (5, 17-19) fails to rebut Helsinn’s showing that the prior art
does not disclose the limitations of the challenged claims. (POR, 55-58.) Indeed,
Azurity’s Reply exposes further holes in the Petition’s proofs.

A. No Disclosure of Claim 1’s
“Striatum-Occupancy” Limitation

1. Azurity’s Interpretation of This
Limitation Is Legally Unsupported

Azurity asserts that the “striatum-receptor occupancy element [of claim 1
and its dependent claims] is descriptive” (Reply, 5) and need not be disclosed in
the prior art, whether expressly or inherently. Azurity alleges that “Helsinn did not
point to any additional step in these claims beyond administering netupitant that
would achieved the claimed effect” (id.), but Azurity misapplies the claims.

Claim 1 and its dependents require administering netupitant “in a therapeutically

16
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effective amount which is effective to treat nausea and vomiting, and which . . .
occupies 70% or more of NK; receptors in the striatum seventy-two hours after
said administration ....” (Ex. 1003, 22:2-12.) The “striatum-occupancy”
limitation of claim 1 thus specifies the specific amount of netupitant to be
administered, as identified by both efficacy and receptor occupancy at the recited
timepoint.

The specification further confirms that the “striatum-occupancy” limitation
defines the claim scope. The Federal Circuit has found similar clauses limiting
where they are “part of the [claimed] process itself” or shown by the intrinsic
record to be “material to patentability.” See, e.g., Hoffer v. Microsoft Corp., 405
F.3d 1326, 1330 (Fed. Cir. 2005) (“This capability is more than the intended result
of a process step; it is part of the process itself.”); Allergan Sales, LLC v. Sandoz,
Inc., 935 F.3d 1370, 1376 (Fed. Cir. 2019) (intrinsic evidence “demonstrates that
the formulation’s efficacy and safety—as reflected in the disputed ‘wherein’
clauses—were expressly relied on to define the claimed methods and distinguish
them from the prior art”); L'Oreal USA, Inc. v. Olaplex, Inc., 844 F. App'x 308,
324 (Fed. Cir. 2021) (“[I]n requiring specific decreases (e.g., 5%, 10% . . . ) in hair
breakage, they state specific requirements rather than a general purpose or
aspirational result for the claimed method.”). Here, not only are the claimed

receptor occupancy levels “part of the [claimed method] itself” (i.e., defining the

17
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netupitant dosage to be administered), the specification describes the receptor
occupancy benefits as an improvement over the prior art. (See Ex. 1003, 4:60-5:3.)

2. Azurity Has Not Shown the “Striatum-Occupancy”
Limitation Is Expressly Taught or Inherently Present

Azurity bears the burden in that the prior art discloses the limitations of the
challenged claims. See, e.g., PAR Pharm., Inc. v. TWI Pharms., Inc., 773 F.3d
1186, 1194 (Fed. Cir. 2014). But Azurity’s Reply does not contest the POR’s
showing that the Petition did not identify prior art disclosure of the claimed
receptor occupancy, let alone disclosure of an amount of single dose of netupitant
sufficient to treat chemotherapy-induced nausea and vomiting, which also
continues to occupy “70% or more” of the patient’s “NK1 receptors in the striatum
seventy-two afters after said administration.” (POR, 55-58.) Instead, Azurity
points to other drugs: “Helsinn argues that the reference Azurity uses to address
this limitation (Hargreaves, EX1012) does not discuss netupitant. POR 56-57.
This argument is a strawman because the petition used Hargreaves to show that the
art used striatum occupancy as a proxy for NK;-inhibitor therapeutic
effectiveness.” (Reply, 17.)

Azurity’s Reply thus turns to inherency. (/d. (“Because netupitant is an
NK;-inhibitor, an effective amount of netupitant must meet Hargreaves receptor-

occupancy threshold.”).) While somewhat unclear, Azurity seems to be

18
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contending that any amount of any NK; inhibitor that provides the claimed
therapeutic benefits will necessarily meet claim 1°s receptor occupancy
limitations. But Azurity has not provided any evidence to substantiate such a
broad proposition. (See Ex. 2090, 44180-86.) Indeed, Azurity’s own expert
confirmed that he provided no explanation for why aprepitant dosing or receptor
occupancy would inform the same for netupitant. (POR, 57.) That leaves only
Azurity’s attorney argument “say so,” which is legally insufficient to show that
every conceivable NK, receptor antagonist, at any dose, will necessarily and
inevitably occupy the NK; receptors in the manner claimed. See, e.g., Cytiva, 122
F.4th at 889 n.15 (“Simply saying [a limitation is inherent] without sufficient
evidence will not demonstrate unpatentability.”); PersonalWeb Techs., LLC v.
Apple, Inc., 917 F.3d 1376, 1382 (Fed. Cir. 2019).

But even if Azurity’s inherency theory were correct, it still would not
support a finding of obviousness. Claim 1 and its dependent claims require a
sufficient dose of netupitant that achieves the claimed receptor occupancy and
specific treatment results. Hargreaves does not guide a POSA to any specific dose
of any NK; inhibitor beyond aprepitant; nor does any other prior art cited by
Azurity. Hargreaves itself is rooted in aprepitant doses that were already
determined to be effective in clinical studies (i.e., the approved “125-mg/80-mg

aprepitant regimen”). (Ex. 1012, 23.) But no such dosing information was
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available for netupitant by November 2009. And confirming that Hargreaves’s
disclosures were not generally applicable to NK, receptor antagonists, a 300 mg
dose of netupitant was ultimately approved for human use—nearly three times
higher than the approved aprepitant dose. And as explained in the POR, Azurity’s
own expert testified that a given dose of netupitant may cause nausea, even as it
provides emesis relief. (See POR, 52.)

IV. AZURITY’S ATTORNEY ARGUMENT FAILS TO REBUT
THE OBJECTIVE INDICIA CONFIRMING NONOBVIOUSNESS

Dr. Roeland explained that objective evidence, including unexpected results
and skepticism, weighs heavily in favor of nonobviousness. (Ex. 2090, 49235-47;
POR, 58-61.) In re Cyclobenzaprine Hydrochloride, 676 F.3d 1063, 1079
(Fed. Cir. 2012). Azurity submitted no contrary expert testimony, and its attorney
argument (Reply, 19-23) fails.

A.  Azurity’s Response to Skepticism
Relies on Two Misstatements of the Record

Azurity alleges that “Helsinn asserts skepticism in the prior art based solely
on Dr. Roeland’s testimony.” (Reply, 22.) But Azurity’s own cited literature
showed that nausea was considered to be “the main problem” associated with life-
extending chemotherapy treatment by a “majority of patients” in 2009. (Ex. 1010,
143; POR, 6-8.) Azurity’s literature showed aprepitant’s failure to make a

“difference in the nausea domain” led to the conclusion that “nausea is possibly
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related to some other neurotransmitters for which aprepitant has limited efficacy.”
(Ex. 1048, 534; see Ex. 1034, 2828-29.) The invention of the *826 patent
overcame this skepticism by showing that an NK; antagonist could impact nausea,
and that a netupitant-based regimen provides a statistically significant
improvement in nausea and significant nausea in human cancer patients.
(See Ex. 1003, 19-20 (Table 6).)'°

Azurity suggests that prior art “skept[icism] about using NK 1-inhibitors to
treat nausea is a red herring because it does not correlate to the limitations of the
contested claims.” (Reply, 22.) Azurity’s position ignores that the claims plainly
recite treating both nausea and vomiting. (Section II.A, supra.) Azurity also
supplies no legal support for its contention that skepticism is “relevant” only where

it correlates directly to the challenger’s (failed) motivation theory. (Reply, 22-23.)

10 Azurity’s invocation of “generic industry skepticism” (Reply, 22) is

unavailing where the relevant skepticism is not “generic to the field,” but “specific
to the invention” (i.e., the ability of an NK,; antagonist to treat nausea). Auris
Health, Inc. v. Intuitive Surgical Operations, Inc., 32 F.4th 1154, 1159 (Fed. Cir.
2022).
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B.  Helsinn Has Proven Unexpected Results,!!
Even Using the Test That Azurity’s Reply Prescribes

Azurity’s Reply states that a patentee can prove unexpected results by
showing ““a difference in kind rather than a difference of degree.” (Reply, 20.)

A patentee may make this showing by identifying “a new property dissimilar to the
known property.” Bristol-Myers Squibb Co. v. Teva Pharms. USA, Inc., 752 F.3d
967, 977 (Fed. Cir. 2014). Dr. Roeland’s testimony confirms that Helsinn has
demonstrated two such “new propert[ies]”: the claimed methods’ nausea treatment
benefits, and the synergy between netupitant and palonosetron. (Ex. 2090,
19236-44.)

Controlling nausea: Azurity alleges that the “closest prior art” is “the
aprepitant-palonosetron-dexamethasone treatment” (Reply 20-21) described in, for
instance, Azurity’s Herrington reference (Ex. 1016). Herrington evaluated three
treatment “arms:” two that combined aprepitant/palonosetron/dexamethasone, and
one with only palonosetron/dexamethasone. (/d., 2081.) Herrington found that
both the “incidence” and “severity” of nausea “was not different among the 3

arms” (id. 2084), meaning that addition of aprepitant to the

i Much of Azurity’s unexpected results analysis rehashes its motivation and

claim construction arguments. (Reply, 20-22.) To the extent these arguments are
even relevant to the objective indicia inquiry, they fail for the same reasons
discussed above.
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palonosetron/dexamethasone combination conferred no anti-nausea benefits. (See
also Ex. 1030, 5 (FDA-approved label for EMEND® (aprepitant) reporting no
statistically significant improvement in nausea).)

Helsinn’s POR explained that the 515 patent specification discloses, in
contrast, that addition of netupitant to a palonosetron-dexamethasone combination
did provide a statistically significant benefit in the treatment of nausea.

(POR, 59-61.) Azurity’s Reply did not contest this clinical data, and Azurity is
incorrect in suggesting that Helsinn merely “points to percentage improvements (at
best a difference of degree) from the substitution of netupitant for aprepitant.”
(Reply, 21.) As the evidence makes clear, netupitant treats nausea, and

aprepitant did not.'?

Synergy: While Azurity postulates that palonosetron might show similar
synergy “with any NK;-inhibitor” (Reply, 21), it identifies no supportive testing or
evidence. Indeed, while Azurity’s own cited literature reports “synergistic effects”
between palonosetron and netupitant, it notes that “[i]t is not clear” whether

palonosetron’s activity “would be synergistic, additive, or obscured when used in

12 Azurity’s attempt to fault the specification for not reporting data with every

possible netupitant dosage (Reply, 22) fails. See Rambus Inc. v. Rea, 731 F.3d
1248, 1257 (Fed. Cir. 2013) (“[W]e do not require a patentee to produce objective
evidence of nonobviousness for every potential embodiment of the claim.”).
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combination with [other] NK1 receptor antagonists.” (Ex. 1045, 2638.) These
objective indicia further confirm Azurity’s failure to prove obviousness.!?

V. AZURITY FAILS TO REHABILITATE
DR. PEROUTKA’S QUALIFICATIONS

Azurity’s obviousness theory turns on whether a POSA would have
“substitut[ed] netupitant as the NK;-inhibtor to treat CINV generally” with a
reasonable expectation of treating nausea and vomiting in a patient after
chemotherapy. (Reply, 22.) Any POSA definition must therefore reflect
experience in the treatment of CINV (i.e., supportive cancer care). See Best Med.
Int'l, Inc. v. Elekta Inc., 46 F.4th 1346, 1354 (Fed. Cir. 2022). Azurity wrongly
suggests that what matters is “how a POSA would approach designing drug
therapies” in the indication-agnostic abstract (Reply, 7-8). But what matters is
how a POSA would go about treating this specific group of patients undergoing
chemotherapy, including based upon real-world experience. Such a requirement is

reflected in Helsinn’s POSA definition, but not Azurity’s. (POR, 13-14.)

13 Azurity suggests that objective indicia of nonobviousness must fail where

there is a purported motivation to combine. (Reply, 21-22.) But Azurity failed to
prove any motivation to combine its cited art, which readily distinguishes
Azurity’s cited Allergan case. Regardless, objective indicia can overcome even a
facial showing of obviousness, which Azurity has not made here. See, e.g., In re
Cyclobenzaprine, 676 F.3d at 1075-76.
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Dr. Peroutka does not have any such experience in the treatment of CINV,
and his testimony may properly be discounted. Best Med., 46 F.4th at 1353. He
has never treated patients for CINV, let alone prescribed the drug classes at issue
here or evaluated their effects. (Ex. 2086, 16:18-22, 18:12-20.) Dr. Roeland does

have such experience, rendering his opinions far more credible. '

* * *

Respectfully submitted,

Dated: July 15, 2026
By:_ /Eric W. Dittmann/
Eric W. Dittmann (Registration No. 51,188)
Counsel for Patent Owner

4 Azurity’s critiques of Dr. Roeland fail. For example, Azurity’s demand for a
certain level of pre-priority experience (Reply, 8) is contrary to governing law.
Osseo Imaging, LLC v. Planmeca USA Inc., 116 F.4th 1335, 1341 (Fed. Cir. 2024).
Moreover, the “collaborations” between Dr. Roeland and Helsinn cited by Azurity
(Reply, 12) underscore Dr. Roeland’s experience as a clinical investigator
evaluating the effectiveness of drugs in cancer patients suffering from CINV—
experience he has brought to consultations with more than a dozen pharmaceutical
companies. (See Ex. 2090, q14.)

25



CERTIFICATE OF COMPLIANCE
Pursuant to 37 C.F.R. § 42.24(d), the undersigned certifies that the foregoing
Patent Owner’s Sur-Reply contains, as measured by the word-processing system
used to prepare this paper, 5,445 words. This word count does not include the
items excluded by 37 C.F.R. § 42.24.
Respectfully submitted,
Dated: July 15, 2026
By:_ /Eric W. Dittmann/

Eric W. Dittmann (Registration No. 51,188)
Counsel for Patent Owner




CERTIFICATE OF SERVICE

I certify that I served on the counsel identified below a true and correct copy
of the foregoing Patent Owner’s Sur-Reply and supporting evidence by electronic
means on July 15, 2026:

Richard Torczon (rtorczon@wsgr.com)
Jad A. Mills (jmills@wsgr.com)
Michael Rosato (mrosato@wsgr.com)
Wendy Devine (wdevine@wsgr.com)

4877-8318-2285@mail.vault.netdocuments.com
Respectfully submitted,

Dated: July 15, 2026:
By:_ /Eric W. Dittmann/
Eric W. Dittmann (Registration No. 51,188)
Counsel for Patent Owner




